Cellular pharmacology of p120 antisense oligodeoxynucleotide phosphorothioate ISIS 3466.
Previous studies demonstrated that an antisense phosphorothioate oligodeoxynucleotide, ISIS 3466, to the human nucleolar p120 protein, markedly inhibited the growth of human tumor cell lines in vitro and inhibited the growth of the human LOX tumor in vivo in an i.p./i.p. model, in the presence of DOTMA (Perlaky et al., Anti-Cancer Drug Design 8:3-14, 1993). In vitro, DOTMA enhanced the effect of the antisense oligodeoxynucleotide was associated with the LOX cells after 4 hr treatment than in the absence of DOTMA. A 100-fold higher concentration of the oligodeoxynucleotide was required to introduce the same amount of oligodeoxynucleotide into the cells in the absence of DOTMA than in the presence of DOTMA. Kinetic analysis showed that the cell-associated oligodeoxynucleotide accumulated rapidly and reached a plateau after 1 hr incubation. When these cells were placed in a complete medium without the oligodeoxynucleotide, there was a 50% decrease in the oligodeoxynucleotide after 21 hr. A 35% reduction of p120 mRNA and a 50% reduction of p120 protein was found after ISIS 3466 treatment. Further study is needed to explore the tumor-inhibitory mechanisms of the effects of antisense oligodeoxynucleotide ISIS 3466.